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The following iisiing of claims will replace all prior versions, and listings, of claims in the 

application: 

Listing of Claims: 

1 . (Currently Amended): A method for the treatment or p r e v e ntio n of an hepatitis 
C infection in a host comprising administering to said host a therapeutically effective amount 
of a compound having the formula lb or a pharmaceutically acceptable salt thereof: 

RaO ° 



(lb) 

wherein 

B is a nucleotide purine radical, a nucleotide pyrimidine radical or an analogue of a 
nucleotide purme radical or a nucleotide pyrimidine radical, 
wherein said analogue is derived by replacement of a CH moiety by a nitrogen 
atom in a nucleotide purine or pyrimidiae radical, replacement of a nitrogen atom 
by a CH moiety in a nucleotide purine or pyrimidine radical, or both; or derived 
by removal of ring substituents of said nucleotide purine radical or pyrrolidine 
radical; or combinations thereof; and said analogue is optionally substituted by 
, halogen, hydroxyl, amino, or Ci-6 alkyl; 

RaisH, 

monophosphate, diphosphate, triphosphate, 

carbonyl which is substituted by a straight, branched or cyclic alkyl having up to 6 
C atoms wherein the alkyl is unsubstituted or substituted by halogen, nitro, 
CONH 2 , COOH, O-Cus alkyl, 0-C 2 ^ alkenyl, O C 2 ^ aikynyl, hydroxyl, amino, or 
COOQ, 

C2-6 alkenyl which is unsubstituted or substituted by halogen, nitro, CONH2, 
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COOH, 0-C|-6 alkyl, 0-C 2 -b alkenyl, 0-C 2 ^ alkynyl, hydroxyl, amino, or COOQ, 
C 2 ^ alkynyl which is unsubstituted or substituted by halogen, nitro, CONH2, 
COOH, O-d-t, alkyl, Q-C 2 . b alkenyl, O-C2* alkynyl, hydroxyl, amino, or COOQ, 
C mo aryl which is unsubstituted or mono- or di-substituted with OH, SH, amino, 
halogen or C h t alkyl, or 

O 

II 

— P— ORc . 
ORc 

Rc is, in each case independently, H, straight chain, branched chain or cyclic C\+ alkyl 
which is unsubstituted or substituted by or substituted by halogen, nitro, CONH 2 , 
COOH, O-C,* alkyl, 0-C 2 * alkenyl, 0-C 2 -6 alkynyl, hydroxyl, amino, or COOQ, 
C 2 ^> alkenyl which is unsubstituted or substituted by or substituted by halogen, 
nitro, CONHa, COOH, 0-C w alkyl, O-C2-6 alkenyl, Q-C 2 -t alkynyl, hydroxyl, 
ammo, or COOQ, C 2 * alkynyl which is unsubstituted or substituted by or 
substituted by halogen, nitro, CONH2, COOH, O-C^ alkyl, Q-C** alkenyl, Q-C^ 
alkynyl, hydroxyl, amino, or COOQ, C M o aryl which is unsubstituted or mono- 
or di-substituted with OH, SH, amino, halogen or C,^ alkyl, or a hydroxy 
protecting group; 

Q is alkyl, C 2< alkenyl, or C 2 _6 alkynyl; 

Z is ORb; 

Rb is H, straight chain, branched chain or cyclic C t w$ alkyl which is unsubstituted or 
substituted by or substituted by halogen, nitro, CONH2, COOH, 0-C w alkyl, O- 
C 2 -o alkenyl, 0-C 2 _t> alkynyl, hydroxyl, amino, or COOQ, C 2 .o alkenyl which is 
unsubstituted or substituted by or substituted by halogen, nitro, CONH 2 , COOH, 
O-C,^ alkyl, O-C2.6 alkenyl, 0-C 2 ^ alkynyl, hydroxyl, amino, or COOQ, C 2 -6 
alkynyl which is unsubstituted or substituted by or substituted by halogen, nitro, 
CONH2, COOH, O-d.6 alkyl, O-C^ alkenyl, 0-C 2 ^ alkynyl, hydroxyl, amino, or 
COOQ, C ^ acyl, or a hydroxy protecting group; 
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Dt and D2 are each independently N3, F, or H, wherein Di and D 2 are not both H; or 
Dj and D2 together form =CH 2l =CF^ or C 3 -cycloalkyl which is unsubstimted or 



n et tfiph e sphat o or II . 

2 . (Currently Amended): A method according to claim i i9 t wherein Z is OH. 

3. (Previously Presented): A method according to claim 2 wherein Di is H and Dz 

isF. 

4. (Previously Presented): A method according to claim 2, wherein Ra is H, 
monophosphate, diphosphate, or triphosphate. 

5 . (Previously Presented ) : A method according to claim 2 wherein Ra is triphosphate. 

6. (Previously Presented): A method according to claim 2 wherein Ra is H. 

7. (Previously Presented): A method according to claim 3, wherein Ra is H, 
monophosphate, diphosphate, or triphosphate. 

8. (Previously Presented): A method according to claim 3 wherein Ra is triphosphate. 

9. (Previously Presented). A method according to claim 3 wherein Ra is H. 

1 0. (Previously Presented): A method according to claim 2, wherein B is 
adenin-9-yl, guanin-9-yl, inosin-9-yl, 2-amino-purin-9-yl, 2-aroino-6-chloro-punn-9-yl, 

2- 6-diamino-purin-9-yl, thymin-l-yl, cytosin-l-yl, uracrt-1-yl, 3-carboxamido-l,2,4-tria2ol-l- 
yl, 3-deaza-adenin-9-yl, 3-dea2a-guanin-9-yl, 3-deaza-inosin-9-yi, 3-dea2a-2-amino-purin-9-yl, 

3- deaza-2-amino-6-chloro-purin-9-yl 3-dea2a-2-6-diamino-purin-9-yl, 7-deaza-adenin-9-yl, 7- 




4 



PHaRMa-115 



i * RCVD AT 4/9/2004 8:49:43 AM [Eastern Daylight Time] * SVR:USPTO-£FXRF-3/24 * DNIS:2730655 * l 



.7032436410 * DURATION (mm-ss):04-24 



Apr-09-04 08:54an From-MI LLEN . WHITE, ZELANO & BRAN I GAN 703243641 0 T-436 P. 06/15 F-751 



^ n q vi 7-deaza-^-amino-pwin-9-yl, 7-de3za-2-aimno-6- 

riiy,^^^ 

^.o.yi, S.a2a-inosin-9-y,, 8-aza-2.amino.purin.9-yl, S-^-^-c^-punn-M, 

wh i C bin e achc aSe isu IB absu m ^ OTS ub S m t edby a Uca S ,o M ofNHR ! ,C l ,al 1 cyl,- 
OC„alkyl, Br, CI, F, I or OH, wherein Ri is H, C^alkyl or C M acyl. 

,1 (Previously Present Amethod a.cordmglo claim3, wheremB is 

adenm-9-yl, guanin-9- yl , .nosin-9-yl, 2-amino.punn.9-y!, ^ino^Moro-punn-S-yi, 
2-6-diam to o-purin-9-yl, thymin-l-yl, cytosin-l-yl, uracU-l-yl, 3 -c«ido.l >2 ,4-ma,oH. 

"-^-—-cMoro-p^-yi 3^-2-6—^-9-^, Weaza-adenm-M, 7- 

deaza-guanin-9-yt 7-^—9-y,, 7-dea2a-2.amino-purin-9.yl, ^dea^-anuno-o- 

lropurin-9-y,.7-<^^^ 

g^-yl.^a-S-aza-mos^^ 

^0-6-cMoro-p,™-9-y,,7.«^^ 

guanin-9-yl. S-a^-inosm-M, s-aza.2-ammo.punn-9.yl, 8 -aza-2.annno-6-chloro-punn-9^ 
S.^-diarnino-purin-S-yi, 5-aza-thyrmn-l-yl, 5-aza-cylosur-l-yl, 5-aza-uracil-l-yl, 6— 
thyrnui-l-yl,6-aza-cytosin-l-yl,or6-aza-iiiaca-l-yl; 

which in each case is ur*ubs,ituted or substituted by at lest one of NHR 3 , Calkyl, - 
OC^alkyl, Br, CI, f , I or OH, wherein R, is H, Chalky! or C, ^acyl. 

I, (PreviouslyPreseuted): A method according to claim 2, wherein B is adenin-9- 
y, guanin-9-yl, inosin-9-yi, 2-amino- P »n„.9- y ., 2-ammo-6-c U oro-punn-9-y>, 2-6—- 
p^i^l. Ih^l-yl. .^y-^l^. 5^--«^-»-l^. u-ciM^l, 3-*«— E a-r W^- 

mazole-3-carboxaraide base. 

,3. (Previously Presented): A method according to claim 3 , wherein B is adenin-9- 
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yl, guanin-9-yl, inosin-9-yl, 2-arnino-purin-9-yl, 2~armno-6-chloro-puruv9-yl, 2-6-diarnino- 
purin-9-yl, thymin-1-yl, cytosin-l-yl, 5-fluoro-cytosin-l-yl, uraciM-yl, 5-fluorouracil or 1,2,4- 
triazole-3-carboxamide base. 

14. (Previously Presented): A method according to claim 1, wherein the compound 



3'-fluora-3'-deoxygU3rtosine or a phaimaceuucally acceptable salt thereof; 
3'-fmoro-3'-deoxyguanosine -5 'triphosphate or a pharmaceurically acceptable salt 

thereof; 

3'-fluoro 3 '-deoxycytidine or a phaimaeeutically acceptable salt thereof; 

3'-fluoro 3 '-deoxycytidine-S 'triphosphate or a pharraaceuiically acceptable salt thereof; 

3'-spirocyclopropyi-3*-deoxyguanosine or a pharmaceutical^/ acceptable salt thereof; 

3'-spirocyclopropyl-3'-deoxyguaaosine -5 'triphosphate or a pharmaceutically 
acceptable salt thereof; 

3'-difluoro-spirocyclopropyl-3'-deoxyguanosirje or a pharmaceutically acceptable salT 
thereof; 

S'-difluoro-spirocyclopropyl-S'-deoxyguanosine -S'triphosphate or a pharmaceutically 
acceptable salt thereof; 

3 , -methylene-3 1 -deoxyguanosine or a pharmaceutically acceptable salt thereof; 

3'-methylene-3'-deoxyguanosine -5 'triphosphate or a pharmaceurically acceptable salt 
thereof; 

3'-difluromethylene 3'-deoxyguanosine or a pharmaceutically acceptable salt thereof; 

S'-difluromethylene 3'-deoxyguanosine -5 'triphosphate or a phaimaeeutically 
acceptable salt thereof; 

3 '-spirocyclopropyl-3 '-deoxycytidine or a pharmaceutically acceptable salt thereof; 

3'-spirocyclopropyl~3'- deoxycytidine -5 'triphosphate or a pharmaceutically acceptable 
salt ihereof; 

3'-difluoro-spirocyclopropyi-3'- deoxycytidine or a pharmaceutically acceptable salt 
thereof; 

3'- difluoro-spirocyclopropyl-3'- deoxycytidine -5 'triphosphate or a pharmaceutically 
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acceptable salt thereof; 

3 '-methylene^'- deoxycytidine or a pharmaceutical^ acceptable salt thereof; 

3'-methylene-3'- deoxycytidine -5 'triphosphate or a pharmaceutically acceptable salt 
thereof; 

3'-difluromethylene 3 5 - deoxycytidine or a pharmaceutically acceptable salt thereof; 
3'-difluromethylene 3'- deoxycytidine -5'triphasphate or a pharmaceuiically acceptable 
salt thereof; 

3'-azxdo-3'- deoxycytidine or a pharmaceuiically acceptable salt thereof; or 
3'~azido-3'- deoxycytidine 5'triphosphate or a pharmaceutically acceptable salt thereof. 

1 5. (Currently Amended): A method according to claim 1 -W, further comprising 
administering at least one further therapeutic agent chosen from interferon, interferon o>2a, 
interferon a-2b, consensus interferon, ribavirin, amantadine, rimantadine, interleukine-12, 
ursodeoxycholic acid, glycyrrhizin and silybum marianum. 

1 6. (Previously Presented): A method according to claim 2, further comprising 
administering at least one further therapeutic agent chosen from interferon, interferon a-2a, 
interferon a~2b, consensus interferon, ribavirin, amantadine, rimantadine, interleukine-12, 
ursodeoxycholic acid, giycyrrhi2in and silybum marianum. 

17. (Previously Presented): A method according to claim 3, further comprising 
administering at least one further therapeutic agent chosen from interferon, interferon a-2a, 
interferon a-2b, consensus interferon, ribavirin, amantadine, rimantadine, interleukine-12, 
ursodeoxycholic acid, glycyrrhizin and silybum mananum. 

18. (Prev iously Presented): A method according to claim 1 4, further comprising 
administering at least one further therapeutic agent chosen from interferon, interferon a-2a, 
interferon a-2b, consensus interferon, ribavirin, amantadine, rimantadine, interleukine-12, 
ursodeoxycholic acid, glycyrrhizin and silybum marianum. 
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19. (Cancelled): 

20. (Currently Amended): A method according to claim 1 4-9, wherein 

Ra is H, monophosphate, diphosphate, triphosphate, carbonyl substituted by Cu alkyl, 
C 2 -6 alkenyl, alkynyl, or C 6 -io aryl or 

O 

II 

P— ORc 

I 

ORc 

Re is, in each case independently, H, C lK> alkyl, C 2 ^ alkenyl, C?-6 alkynyl, C 6-io aryl or a 
hydroxy protecting group selected from acetyl-2-thioethyl ester, pivaio>loxymethyl ester and 
isopropyloxycarbonyloxymethyl ester; and 

Rb is H, Cn> alkyl, C 2 ,* alkenyl, C 2 ^ alkynyl, C i-6 acyl, or a hydroxy protecting group 
selected from acetyl-2-thioethyl ester, pivaloyloxymethyl ester and 
isopropyloxycarbonyloxymethyl ester. 

2 1 . (Currently Amended): A method according to claim I +9, wherein B is ademn- 
9-yl, guawn-9-yl, inosm-9-yl, 2-amino-purm-9-yl, 2-ammo-6-chloro-purin-9-yl, 2-6-diamino- 
purin-9-yl, thymin-l-yl, cytosin-l-yl, uractl-l-yl, or S-carboxamida-l^-triazol-l-yl, which in 
each case is unsubstituted or substituted by at least one of NHR3, Chalky!, -OC^alkyl, Br, CI, 
F, I or OH, wherein R 3 is H, Cj^alkyl or C,^acyl. 

22. (Currently Amended): A method according to claim 1 wherein B is adenin- 
9-yl, guanin-9-yl, 2-amino~purin-9-yl s 2-amino-6-chloro-purin-9-yl, 2-6-diaraino-punn-9-yl, 
thymin-l-yl, cytosin-l-yl, uracil-l-yl, which in each case is unsubstituted or substituted by at 
least one of NHR3, C^alkyl, -OC^alkyl, Br, C), F, I or OH, wherein R 3 is H, C^alkyl or C N 
6 acyl. 

23. (Currently Amended): A method according to claim 1 4£, wherein B is guanin- 
9-yl, cytosin-l-yl, uracil- 1-yl, which in each case is unsubstiruted or substituted by at least one 
of NHR 3 , C.^alkyl, -QCi^alkyl, Br, CI, F, 1 or OH, wherein R 3 is H, C^alkyl or C M acyl. 
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,4 (CurremiyAmended): Ame.hoaa.cordtag.oclaimlW.wWrdnBi,^- 
9. yl , cytos.n-1-yl, S'-fluoro-cytosta-l-yl, S'-fluorouracil -l-yl or uraciH-yl. 

25 . (Curremly Amended): A method according to claim 1 wherein B is 



OR, 

u.i, OX. 



"<X - ■ 

wherein 

X is H, halogen or NHRio ; 

R l0 is H, Cacyi, alkyl, C 2 „ alkenyl, or C 2 ^ alkynyl; 
Y is H, halogen or NHRj i ; 

R n is a C,«acyl, alkyl, C 2< alkenyl, or C 2 ^ alkynyl; 
Y 2 is H, halogen or NHR12 ; 

R l2 is H, C ,*acyl. alkyl, Cm alkenyl, or C 2 ,> alkynyl; 
Y 3 is H, halogen or NHR13 , 

R U is H. C^acyl, C* alkyl, C 2 * alkenyl, or C 2 ^ alkynyU 

R 7 1S H. halogen, C^acyl, alkyl, C 2 ^ alkenyl, or C 2 * alkynyl; and 

R« is H, halogen, C^acyl, C alkyl, C 2 „ alkenyl, or C»* alkynyl- 
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26. (Previously Presented): A method according to claim 25, wherein X is H, F, or 
NHRio . Rio is H, Y is H, F, or NHRi , , R u is H, Y 2 is H, F, or NHR12 , R12 is H, R9 is H, Y 3 is 
H, F, or NHRu ,Ru is H, R 7 is H, F, or C w alkyl, and Rs is H, F, or C,« alkyl. 

27. (Currently Amended): A method according to claim I W, wherein Z is F or 
ORb, and Rb is H or methyl. 

28. (Currently Amended): A method according to claim I +9, wherein Di and D 2 
are N3, F, or H in which Di and D2 are not both H, or D 2 and D 2 together form cyclopropyl, 
difluorocyclopropyl -=CH 2 , or-^CF 2 . 

29. (Currently Amended): A method according to claim J. W, wherein said 
compound is administered in an amount of 0,01 to about 750 mg/kg of body weight per day- 

30. (Currently Amended); A method according to claim I wherein said 
compound is administered in unit dosages containing 10 to 1 500 mg of said compound per unit 
dosage. 

3 1 . (Previously Presented): A method according to claim 1 5, wherein said 
compound and said further therapeutic agent are each administered as a formulation which 
further coniains a pharmaceutical^ acceptable carrier. 

32. (Previously Presented): A method according to claim 3 1 , wherein said 
compound and said further therapeutic agent are sequentially administered, in separate or 
combined pharmaceutical formulations. 

33 . (Previously Presented): A method according to claim 3 1 , wherein said 
compound and said further therapeutic agent are simultaneously administered, in separate or 
combined pharmaceutical formulations. 

34- (Previously Presented): A method according to claim 1, wherein said host is a 
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human. 

35. (Currently Amended): A method according to claim 1 4-9, wherein said host is a 

human. 

36. (Previously Presented): A method according to claim 2, wherein said host is a 

human. 

37. (Previously Presented): A method according to claim 3, wherein said host is a 

human. 

38. (Previously Presented): A method according to claim 14, wherein said host is a 

human. 

39. (Currently Amended): A method for the treatment & r p g ev oa tion of an hepatitis 
C infection in a host comprising administering a therapeutically effective amount of a 
compound having the formula lb or a pharmaceutically acceptable salt thereof: 




wherein 

B is a nucleotide purine radical, a nucleotide pyrimidine radical or an analogue of a 
nucleotide purine radical or a nucleotide pyrimidine radical, 
wherein said analogue is derived by replacement of a CH moiety by a nitrogen 
atom in a nucleotide purine or pyrimidine radical, replacement of a nitrogen atom 
by a CH moiety in a nucleotide purine or pyrimidine radical, or both; or derived 
by removal of ring substituems of said nucleotide purine radical or pyrimidne 
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radical; or combinations thereof; and said analogue is optionally substituted by 
halogen, hydroxyl, amino, or Ci. 6 alkyl; 



monophosphate, diphosphate, triphosphate, 

carbonyl which is substituted by a straight, branched or cyclic ajkyl having up to 6 
C atoms wherein the alkyl is unsubstituted or substituted by halogen, nitre 
CONH 2 , COOH, O-Cu alkyl, 0-C 2 ^> alkenyl, O-C2-& alkynyl, hydroxyl, amino, or 
COOQ, 

C2+ alkenyl which is unsubstituted or substituted by halogen, nitro, CONH 2 , 
COOH, O-C^ alkyl, O-C2-6 alkenyl, O-C^ alkynyl, hydroxy!, amino, or COOQ, 
C2-6 alkynyl which is unsubstituted or substituted by halogen, nitro, CONH2, 
COOH, O-C-6 alkyl, O-C^ alkenyl, 0-C 2 -6 alkynyl, hydroxyl, amino, or COOQ, 
C 6-10 aryl which is unsubstituted or mono- or di-substituted with OH, SH, amino, 
halogen or Q-a alkyl, or 

O 

II 

P— ORc 



R.c is, in each case independently, H, straight chain, branched chain or cyclic Ci* alkyl 
which is ^substituted or substituted by or substituted by halogen, nitro, CONH 2 , 
COOH, O-C1-6 alkyl, O-C2* alkenyl, 0-C 2 -6 alkynyl, hydroxyl, amino, or COOQ, 
C 2 ^ alkenyl which is unsubstituted or substituted by or substituted by halogen, 
nitro, CONH 2s COOH, Od * alkyl, O-C^ alkenyl, 0-C 2 * alkynyl, hydroxyl, 
amino, or COOQ, C 2 -6 alkynyl which is unsubstituted or substituted by or 
substituted by halogen, nitro, CONH2, COOH, O-C^ alkyl, 0-C 2 -6 alkenyl, 0-C 2 ^ 
alkynyl, hydroxyl, amino, or COOQ, C 6-iq aryl which is unsubstituted or mono- 
or di-substituted with OH, SH, amino, halogen or Cj^ alkyl, or a hydroxy 
protecting group; 



Ra is H, 
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Q is C* alkyl, C 2 « alkenyl, or C 2 * alkynyl; 

ZisORb; , . , 

» i, H. straight Can, * or cyclic C„ alkyl wruch U unsubsututed or 

subsn.utedbyorsubsnm.edbyhaio^.niTO.CONH.COOH.OC^WO. 

C„ alkenyl, O-C. alkynyl, anuno, or COOQ, C 3 , alkenyl which „ 

uasubsmuted or subsdtuted by or ***** by halogen, nirro, CONH„ COOH, 
Ww alkyl, CC« alkenyl, 0-C M alkynyl, hydroxyl, amino, or COOQ, C„ 
alkynyl which is unsubsti.utcd or substituted by or substituted by halogen, M 
CONH„ COOH, 0-C,„ alkyl, 0-C 2< alkenyl, <X» alkynyl, hydroxyl, ammo, or 
COOQ C m acyl, or a hydroxy protecting group; 
D , and D ; are each indepcndentVy *. F. or H, wherein Di and Eh are not both H; or 
O, and D, together form ^^CS^n C-cycloarkyl which is unsubsntuted or 
substituted by or subsntuted by halogen, nitro, CONH,, COOH, O-C. alkyl, O- 
C M alkenyl, OC» alkynyl, hydroxyl, ammo, or COOQr-eftrr*- 
with the provisos that: 

„|,„.B i- ..Hi Hiii". " TH 

said method does not include administration of an interferon. 

40. (Previously Presented): A method according to claim 39, wherein said host 
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